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BASIC-ABSTRACT: 



NOVELTY - A method (I) for alleviating the symptoms of cancer (or slowing the 
progression of the cancer) , comprising administering null insulin-like growth 
factor I (IGF-I) to a cancer patient, is new. 

ACTIVITY - Cytostatic. 

Y60L IGF-I and Y60L IGF-I/N109D, N172D IGFBP-3 (IGF binding protein-3) complex 
were tested for antitumor activity in nude mice. 36 mice which had been 
implanted with PC- 3 (human prostate) tumor xenografts were obtained. Each mouse 
had received a subcutaneous xenograft of approximately 4-6 mm3 solid PC- 3 tumor. 
Three different test compositions were used: 

(1) 2 mg/kg/day Y60L IGF-I (nulll60 IGF-I) dissolved in 50 mM sodium acetate, pH 
5.5, 108 mM sodium chloride (vehicle); 

(2) 10 mg/kg/day Y60L IGF-I/N109D, N172D IGFBP-3 complex (nuII60 IGF-I complex) 
dissolved in the vehicle; and 

(3) the vehicle alone (control) . 

The test compositions were administered near the xenograft site twice each 
weekday (Monday through Friday) and once per weekend day (Saturday and Sunday) 
by subcutaneous bolus injection. Test compositions were administered from day 15 
after implantation (Day 15) until the animal was sacrificed. Animals were 
sacrificed at day 57 after implantation (Day 57) or earlier if tumor volume 
exceeded 2000 mm3 . Tumor growth was measured three times per week using 
calipers. Statistical analysis was performed using a two-tailed t test. Any 
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animal that did not show evidence of tumor growth by Day 23 was eliminated from 
the study. 12 nuII60 IGF-I, 9 nuII60 IGF-I complex, and 11 control treated mice 
remained in the study after Day 23. 

Results of this experiment are given in the specification. Survival of the 
control and nuII60 complex animals were very similar (average survival 30.6 days 
and 31.1 days (respectively), p=0.795). However, mice treated with null60 IGF-I 
had substantially greater survival, with an average survival of 35.25 days at 
the end of the study (p=0.067 compared with control). It was noted that the 
average survival of the nuII60 IGF-I treated mice was underestimated by this 
experiment, as 2 nuII60 IGF-I treated mice had tumors of less than 2000 mm3 at 
the end of the study. It was also found that median survival was substantially 
increased for mice receiving nuII60 IGF-I. 

MECHANISM OF ACTION - The null IGF-1 has reduced receptor binding affinity. 

USE - Method (I) is preferably used to treat breast, prostate, colon and/or lung 
cancer (claimed) . 

ADVANTAGE - The use of null IGF-I to treat cancer avoids the side effects 
associated with conventional chemotherapy such as alopecia, leukopenia and 
mucositis . 
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progression of the cancer) , comprising administering null insulin-like growth 
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Y60L IGF-I and Y60L IGF-I/N109D, N172D IGFBP-3 (IGF binding protein-3) complex 
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were tested for antitumor activity in nude mice. 36 mice which had been 
implanted with PC-3 (human prostate) tumor xenografts were obtained. Each mouse 
had received a subcutaneous xenograft of approximately 4-6 mm3 solid PC-3 tumor. 
Three different test compositions were used: 

(1) 2 mg/kg/day Y60L IGF-I (nulll60 IGF-I) dissolved in 50 mM sodium acetate, pH 
5.5, 108 mM sodium chloride (vehicle); 

(2) 10 mg/kg/day Y60L IGF-I/N109D, N172D IGFBP-3 complex (nuII60 IGF-I complex) 
dissolved in the vehicle; and 

(3) the vehicle alone (control) . 

The test compositions were administered near the xenograft site twice each 
weekday (Monday through Friday) and once per weekend day (Saturday and Sunday) 
by subcutaneous bolus injection. Test compositions were administered from day 15 
after implantation (Day 15) until the animal was sacrificed. Animals were 
sacrificed at day 57 after implantation (Day 57) or earlier if tumor volume 
exceeded 2000 mm3 . Tumor growth was measured three times per week using 
calipers. Statistical analysis was performed using a two- tailed t test. Any 
animal that did not show evidence of tumor growth by Day 23 was eliminated from 
the study. 12 nuII60 IGF-I, 9 nuII60 IGF-I complex, and 11 control treated mice 
remained in the study after Day 23. 

Results of this experiment are given in the specification. Survival of the 
control and nuII60 complex animals were very similar (average survival 30.6 days 
and 31.1 days (respectively), p=0.795). However, mice treated with null60 IGF-I 
had substantially greater survival, with an average survival of 35.25 days at 
the end of the study (p=0.067 compared with control) . It was noted that the 
average survival of the nuII60 IGF-I treated mice was underestimated by this 
experiment, as 2 nuII60 IGF-I treated mice had tumors of less than 2000 mm3 at 
the end of the study. It was also found that median survival was substantially 
increased for mice receiving nuII60 IGF-I. 

MECHANISM OF ACTION - The null IGF-1 has reduced receptor binding affinity. 

USE - Method (I) is preferably used to treat breast, prostate, colon and/or lung 
cancer (claimed) . 

ADVANTAGE - The use of null IGF-I to treat cancer avoids the side effects 
associated with conventional chemotherapy such as alopecia, leukopenia and 
mucositis . 
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